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E. coli Activates an Innate Immune Response
Büchau and colleagues investi-
gated whether direct interaction of 
Escherichia coli with keratinocytes 
might induce an innate immune 
response. E. coli significantly induced 
human S100A7 and S100A15 tran-
script abundance and IL-8 release 
in cultured primary human kera-
tinocytes, and it strongly induced 
expression of S100A15 in vitro and in 
vivo. These effects were inhibited by 
Toll-like receptor 4 antibodies, and 
S100A15 was antimicrobial against 
E. coli. Understanding the regulation 
and function of S100 proteins as effector molecules of the innate antimicrobial 
response could lead to new treatments for infectious skin disease. See page 2596
Role of IgE in Autoimmunity
IgG autoantibodies directed against bullous 
pemphigoid (BP) 180 may be the primary 
pathogenic agent in BP. To test whether BP IgE 
is pathogenic, Fairley et al. isolated IgE from 
the sera of two patients and two controls. The 
IgE was injected into human skin grafted onto 
athymic nude mice. The BP IgE-induced ery-
thematous plaques, observed in all human skin 
grafts receiving BP IgE (n = 11) but not in grafts 
receiving IgE from controls (n = 9), were remi-
niscent of grafts seen clinically in BP. This is a 
direct demonstration of a pathogenic role for 
IgE class autoantibodies in a human autoim-
mune disease. See page 2605
UV-Induced HGF Expression
One of the roles of the cytokine hepa-
tocyte growth factor (HGF) is to act 
as a growth factor for melanocytes. 
Mildner et al. investigated the regu-
lation of HGF production and secre-
tion by fibroblasts indirectly through 
cytokines derived from UV-irradi-
ated keratinocytes and directly by 
irradiation of the fibroblasts them-
selves. UVB-irradiated keratinocytes 
strongly induced HGF production 
in dermal fibroblasts, mediated pri-
marily by IL-1α. UVA1, but not UVB, 
upregulated HGF mRNA production and secretion of HGF directly by fibroblasts. 
See page 2637
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Scar or No Scar
Early human fetuses regenerate 
cutaneous wounds without 
scarring. Transforming growth 
factor-β1 (TGF-β1), associated 
with scarring and fibrosis in 
mature tissue, is only transiently 
present during fetal wound 
repair. Rolfe and colleagues 
studied responses of fetal 
and postnatal fibroblasts 
to TGF-β1. Compared with 
postnatal fibroblasts, fetal 
fibroblasts differentiated 
into myofibroblasts more 
quickly; they failed to exhibit 
the TGF-β1-induced collagen 
production seen with mature 
cells. They exhibited a short-
lived or rapid phosphorylation 
of several TGF-β1 signaling 
pathway components. These 
unique responses to TGF-β1 
may contribute to the transition 
between regeneration and 
scarring. See page 2656
NALP1 and 
Generalized Vitiligo
In American and British 
Caucasian families, 
susceptibility to generalized 
vitiligo and associated 
autoimmune diseases is 
genetically associated with 
variants of NACHT leucine-
rich-repeat protein 1 (NALP1). 
Jin and co-workers analyzed 
SNPs distributed through 
the NALP1 genetic region 
in Caucasian generalized 
vitiligo patients and controls 
from Romania. Their findings 
confirm a genetic association 
of generalized vitiligo 
with variations in NALP1, 
supporting the involvement  
of NALP1 in the predisposition 
to generalized vitiligo. See 
page 2558
